There is no clearly accepted definition of advanced paternal age. A frequently used criterion is any man aged 40 years or older at the time of conception. The current population mean paternal age is 27 years.
Advanced paternal age is associated with an increased risk of new gene mutations. Because of the large number of cell divisions during spermatogenesis, the mutation rate for base substitutions is much higher in men than women, and increases with paternal age. The risk for genetic defects increases linearly for some conditions, and exponentially for others. [1] [2] [3] The conditions most strongly associated with advanced paternal age are those caused by mutations in the form of single base substitutions in the FGFR2, FGFR3, and RET genes, and include Pfeiffer syndrome, Crouzon syndrome, Apert syndrome, achondroplasia, thanatophoric dysplasia, as well as MEN2A and MEN2B. 4 Some dominant conditions that are caused by gene changes that include both point mutations and base pair deletions (e.g., neurofibromatosis) show a lesser association with paternal age. Other dominant conditions show no association with increased paternal age. 5 Although Friedman 6 had estimated that the risk for autosomal dominant disorders af-fecting offspring of fathers aged 40 or more was 0.3-0.5%, it is now thought that the actual risk is lower. 7 There is also a growing body of evidence that advanced paternal age is associated with an increased risk for complex disorders such as some congenital anomalies, schizophrenia, autism spectrum disorders, and some forms of cancer. 8 -12 For most conditions the relative risk is two or less. However, the mechanism for the increased risk is unknown, and in some cases, the observed paternal age effect may be an artifact of some other causative factor.
In general, for autosomes and sex chromosomes, there is no compelling evidence that chromosomal aberrations (aneuploidy or structural chromosome abnormalities) are significantly increased in newborns as paternal age increases. The low incidence of paternally derived extra chromosomes in trisomies combined with the relatively small number of children fathered by older men makes it difficult to demonstrate a paternal age effect. Two possible exceptions are trisomy 21 and Klinefelter syndrome. Recent data on Down syndrome suggest a paternal age effect, either acting alone or in combination with a maternal age effect. 13, 14 This observation is supported by reports of increased aneuploidy rates in sperm for some of the chromosomes, including 21 and the sex chromosomes. [15] [16] [17] In summary, there is a wide range of genetic disorders that may be related to advanced paternal age (Table 1) . Overall, it seems that the risk of birth defects and some chromosome disorders may be minimally increased, and the risk for later onset disorders may also show a small increase with advanced paternal age. There are currently no screening or diagnostic test panels which specifically target those conditions that increase with paternal age. If the older male's partner is currently pregnant, the pregnancy should be treated as any other according to pre- 
